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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [Rl-7 = H, alkyl, chloroalkyl, alkenyl, etc.; R8-9 = H, 
alkyl, alkenyl, heteroaryl, etc.; R10-12 = H, alkyl, alkenyl, aryl, 
heteroaryl, etc.; X = O, N, S0-2,etc; Y = O, S, NH; Z = alkoxy, alkyl, 
chloroalkyl, etc.] and related analogs are prepared For instance, 
3- [3, 5-dimethoxyphenyl] -2- [4-hydroxyphenyl] acrylic acid (preparation given) 
reacted with 4-f luorobenzaldehyde (DMSO, KOBu-t, 100°, 5 h) , the 
resulting aldehyde is reacted with triethylphosphonoacetate (THF, 
NaH) , the disubstituted olefin is then selectively reduced 
(EtOH-dioxane, H2-Raney Ni), the ester reacted with urea (EtOH, 
NaOEt) and finally esterified to give II. A selected example compound has 
IC50 < 1 nM for PDE4 and IC50 = 13.6 uM for PDE3 and inhibits 
LPS-induced phosphorylation of p44/42 MAP kinase at 30 uM. I are 
effective inhibiting the cytokine-mediated inflammatory response in 
cultured cells, in ameliorating bone destruction, in an animal model of 
arthritis and in lowering blood glucose levels in animal models of Type II 
diabetes mellitus. I are also useful for a variety of treatments 
including the treatment of diabetes mellitus, insulin resistance, 
inflammation, inflammatory diseases, immunol. diseases and cancer. 
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AB The present invention relates to novel antidiabetic, hypolipidemic, 

antiobesity and hypocholesterolemic benzoxazine and benzothiazine derivs. 
(shown as I; variables defined below; e.g. Et 3- [4- [ [3- (3, 4-dihydro-2H- 
benzofb] [1, 4 ] oxazin-4-yl ) propyl] amino] phenyl] -2-ethoxypropanoate (II) ) , 
their analogs, their tautomeric forms, their stereoisomers, their 
polymorphs, their pharmaceutically acceptable salts, their 
pharmaceutically acceptable solvates and pharmaceutically acceptable 
compns. containing them, to a process for preparing such compds . and 
intermediates involved in preparation of I. Several methods of preparation are 
claimed and 22 example prepns . of intermediates and 72 of I are included. 
For example, II was prepared in 30% yield from Et 2-ethoxy-3- ( 4- 
aminophenyDpropanoate, 3- (3, 4-dihydro-2H-benzo [b] [1, 4] oxazin-4-yl) propyl 
bromide and K2C03 in DMF. The reactant Et 2-ethoxy-3- (4- 

aminophenyDpropanoate was prepared in 60 % yield from the Wittig salt, from 
tri-Et 2-ethoxyphosphonoacetate and NaH, and 4-nitrobenzaldehyde 
followed by hydrogenation . The other reactant, 3- ( 3, 4-dihydro-2H- 
benzo [b] [1, 4] oxazin-4-yl) propyl bromide, was obtained in 47% yield from 
3, 4-dihydro-2H-benzo [b] [ 1, 4] oxazine, 1, 3-dibromopropane and Na2C03 in DMF. 
The efficacy of I was demonstrated via the following tests: in vitro 
hPPARa and hPPARy activities and in vivo reduction in blood 
glucose and triglyceride, total cholesterol, LDL and VLDL levels and 
increase in HDL level. For I: Rl, R2 and R3, R4 when attached to C = H, 
halogen, hydroxy, nitro, cyano, formyl or (un) substituted alkyl, 
cycloalkyl, alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, 
heterocyclyl, heteroaryl, heteroaralkyl, heteroaryloxy, heteroaralkoxy, 
acyl, acyloxy, hydroxyalkyl, amino, acylamino, monoalkylamino, 
dialkylamino, arylamino, aralkylamino, alkoxycarbonyl, aryloxycarbonyl, 
aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkyl thio, 
thioalkyl, alkoxycarbonylamino, aryloxycarbonylamino, 

aralkoxycarbonylamino, carboxylic acid or its derivs., or sulfonic acid or 
its derivs.; one or both of R3 and R4 = oxo or thioxo group when they are 
attached to C. R3 and R4 when attached to N = H, hydroxy, formyl or 
(un) substituted alkyl, cycloalkyl, alkoxy, cycloalkoxy, aryl, aralkyl, 
heterocyclyl, heteroaryl, heteroaralkyl, acyl, acyloxy, hydroxyalkyl, 
amino, acylamino, monoalkylamino, dialkylamino, arylamino, aralkylamino, 
aminoalkyl, aryloxy, aralkoxy, heteroaryloxy, heteroaralkoxy, 
alkoxycarbonyl, aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, 
aryloxyalkyl, aralkoxyalkyl, alkylthio, thioalkyl groups, carboxylic acid 
derivs., or sulfonic acid derivs. X = 0 or S; Z = (CR10R11 ) n-W- (CR10R11) m- 
Ar-CHR5CR6 ( OR7 ) C ( O ) YR8 ; W = NR12, -C (O) (CR10R11 ) oNR12 , 

-O-aryl- (CR10R11) o-NR12, where R12 = H or (un) substituted alkyl, aryl or 



aralkyl; o = 0-6; RIO and Rll = H or (un) substituted alkyl, alkoxy, aryl 
or aralkyl; Ar = (un) substituted divalent single or fused aromatic or 
heterocyclic divalent phenylene, naphthylene, pyrrolyl, pyridyl, 
quinolinyl , benzof uryl , dihydrobenzof uryl , benzopyranyl , 
dihydrobenzopyranyl, indolyl, indolinyl, azaindolyl, azaindolinyl, 
pyrazolyl, benzothiazolyl or benzoxazolyl; R5 = H, hydroxy, alkoxy, 
halogen, alkyl, (un) substituted aralkyl or forms a bond together with the 
adjacent group R6. R6 = H, hydroxy, alkoxy, halogen, alkyl, acyl, 
(un) substituted aralkyl or R6 forms a bond together with R5; R7 = H or 
(un) substituted alkyl, cycloalkyl, aryl, aralkyl, alkoxyalkyl, 
alkoxycarbonyl, aryloxycarbonyl, alkylaminocarbonyl, arylaminocarbonyl, 
acyl, heterocyclyl, heteroaryl, heteroaralkyl ; R8 = H or (un) substituted 
alkyl, cycloalkyl, aryl, aralkyl, heterocyclyl, heteroaryl or 
heteroaralkyl; Y = O, S or NR9, where R9 = H or (un).substituted alkyl, 
aryl, hydroxyalkyl, aralkyl heterocyclyl, heteroaryl, or heteroaralkyl or 
NR9 = chiral amine, chiral amine ales, derived from chiral amino acid; or 
R8 and R9 together form a (un) substituted 5 or 6 membered cyclic structure 
containing C atoms, which optionally contain >1 heteroatoms =0, S or 
N; m and n = 0-6. 
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The invention concerns an expandable balloon with attached stent that is 
coated with an antiproliferative, antiinflammatory and/or antimycotic drug 
for the prevention of restenosis, infections and other complications after 
stent implantation. The balloons are prepared from a polymer. Typically a 
catheter with balloon is connected with the non-expanded stent and the two 
parts are coated with drugs simultaneously; a biostable or biodegradable 
layer can be added. 
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The invention concerns a method and apparatus for coating medical goods by (a) 
placing the medical good in a vacuum chamber; (b) preparing a solution of the 
coating substance and placing it into a container in the chamber; (c) 



applying vacuum; (d) nebulizing the solution using ultrasound and directing 
it onto the medical good for coating; and (e) airing the chamber and 
removing the coated medical good. Cpating materials are polymers and 
drugs; they are dissolved in organic solvents. Catheters, prosthetic 
materials, especially stents, endoscopes, tubes, implants, fibers, hollow 
fibers, syringes, surgical tools, sutures, dressings, microtiter plates, 
chromatog. stationary phases, chips, membranes, pacemakers, and valves can 
be coated. 
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AB The invention relates to medical products having a surface that is at 
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DE, 


DK, 


LT, 


LU, 


MC, 


NL, 


PL, 


PT, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 



preferably formed by autopolymn. Substances containing at least one multiple 
bond, especially unsatd. fatty acids comprising an alkyl chain consisting of 
preferably between 7 and 50 carbon atoms are polymerized Other substances 
which do not participate in the polymerization can be added to the substances 
participating in the polymerization reaction. Said substances are preferably 
saturated fatty acids and fatty acid derivs . The invention also relates to 
methods for producing such medical products, and to the use of the same. 
Thus a non-expanding stent prepared from LVM 316 stainless steel was 
spray-coated with a mixture of linseed oil and paclitaxel at a ratio of 
80:20 in chloroform at a ration of 1:1. Thereafter chloroform was evaporated 
and stored at 80°C. 
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MZ, 


NA, 


SD, 


SL, 


sz, 


TZ, 


UG, 


ZM, ZW, AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, DE, DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, RO, SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, MR, NE, 


SN, 


TD, 


TG 
























10200.4020856 




Al 




20050414 




DE 2004- 


102004020856 


20040428 


2005129731 




Al 




20050616 




US 2004- 


979977 
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PRIORITY APPLN. INFO. 



DE 2003-10345132 A 20030929 
US 2003-516295P P 20031103 



AB 



IT 



RN 
CN 



DE 2004-102004020856A 20040428 
US 2004-571582P P 20040517 

The invention relates to medical products comprising at least one 
biocompatible biostable polysulfone coating. Said polysulfone coating 
makes it possible, via the admixt. of an adequate quantity of at least one 
hydrophilic polymer f to control the elution kinetics of the at least one 
antiproliferative, anti-inflammatory, antiphlogistic, and/or 
antithrombogenic agent that is introduced and/or applied while allowing 
different agents or agent concns . to be spatially separated with the aid of 
the layer system of biostable polymers. Also disclosed are a method for 
producing said medical products and the use thereof particularly in the 
form of stents for preventing restenosis. Thus a 2 g base-coat solution for 
spray coating contained 17.6 mg polyethersulf one (Udel form Solvay) in 
chloroform. The 3 g chloroformic topcoat solution included 25.2 g 
polyethersulf one and 1,2 mg PVP. 
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PRIORITY APPLN. INFO. 
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BR 2004-6738 
CN 2004-80006265 
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20040113 
20040113 
P 20030113 
W 20040113 



t-Bu 




Bu-t 



Bu-t 



Bu-t 



AB Probucol or a probucol derivative can be efficiently converted to a monoester 
or monoether of probucol (I) [wherein R1-R4 = H, (un) substituted alkyl; 
R5, R6 = each (un) substituted alkyl, alkenyl, or aryl; or R5 and R6 can 
come together to form a carbocyclic ring; X, Y = H, optionally substituted 
(un) saturated acyl having from 1 to 18 carbon atoms each optionally containing 

a 

polar or charged functionality] by reacting the free hydroxyl-containing 
probucol or a derivative thereof (by which is meant a probucol compound with at 
least one substituent that is different from that on the parent probucol 
mol. but which maintains the two free hydroxyl groups), i.e., I (X = Y = 
H; R1-R6 = same as above) , with a Grignard reagent or a lithium reagent 
that produces a magnesium bromide or lithium salt of probucol or the 
probucol derivative The probucol compound anion is then reacted with an 
ester or ether forming compound Thus, in a dry 25 mL 3-neck round 
bottom flask fitted with a reflux condenser, nitrogen inlet, thermocouple 
and stir bar was charged probucol (0.25 g, 0.48 mmol) followed by 2 . 5 mL 
anhydrous toluene and then isopropylmagnesium chloride (0.51 mL, 2.0 M in 
THF) in 1 portion. The reaction was brought to room temperature and then 
succinic anhydride (0.25 g, 2.5 mmol) was added in 1 portion. After aging 
for 45 min, the reaction was slowly quenched with 1 N HC1 and diluted with 
EtOAc. The biphasic reaction was then cooled to room temperature and the 
phases 

were separated to give an organic layer containing 60% probucol monosuccinate, 

13% 



IT 



RN 
CN 



probucol disuccinate, and 27% probucol according to HPLC anal. 
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AB The invention relates to oligo- and polysaccharides containing the sugar 

structural element N-acylglucosamine or N-acylgalactosamine, in addition to 
the use thereof for producing hemocompatible surfaces and to methods for 
coating surfaces in a hemocompatible manner with said oligo- and 
polysaccharides, which constitute the common biosynthetic precursor 
substances of heparin, heparan sulfates and chitosan. The invention also 
relates to methods for producing the oligo- and/or polysaccharides, in 
addition to diverse application options involving hemocompatible surfaces. 
The invention specifically relates to the use of the oligo- and/or 
polysaccharides on stents involving at least one hemocompatible coating 
that has been applied according to the invention and that contains an 
anti-proliferative, anti-inflammatory and/or athrombogenic active 
ingredient, to methods for producing said stents and to the use of the 
latter for preventing restenosis. Thus desulfated and reacetylated 
heparin was prepared; the Ac-heparin product was used for coating coronary 
metal stents. The stents were implanted in swines; after four weeks the 



animals were anesthetized and the artery segments removed for 

histomorphometric anal. 
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AB Water-soluble derivs . of probucol compds . [I; Rl, R2 = alkyl, alkenyl, aryl; 

R3-R6 = Cl-4 alkyl; X, Y = H, (un) saturated (un) substituted Cl-8 acyl] (e.g., 

probucol mono- and disuccinate) , useful as food antioxidants , are prepared 

by the reaction of a solution of a probucol compound (II) with an alkali metal 

hydroxide, alkali metal alkoxide (e.g., potassium tert-butoxide) , 

alkylammonium alkoxide, alkylammonium hydroxide and mixts. forming an 

ammonium or an alkali metal salt of the probucol compound and reacting the 

salt with a carboxylic acid anhydride selected from 

succinic anhydride, glutaric anhydride, adipic anhydride, suberic 

anhydride, sebacic anhydride, azelaic anhydride, phthalic anhydride, and 

maleic anhydride. 
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